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Mail Stop RCE 

Commissioner for Patents 

P.O. Box 1450 

Alexandria, VA 22313-1450 

Sir: 

1 . I am a coDinventor, together with Ester Fride, Aviva Breuer, Lumir 
Hanus, Susanna Tchilibon, Michal Horowitz and Aaron Garzon, of the subject matter 
claimed in the above Dreferenced U.S. patent application. I am a citizen of Israel and currently 
reside at 12 Tchemihovsky Street , Jerusalem 92581, Israel. 

2. I received my Ph.D. degree from the Weizmann Institute of Science, 
Rehovot, Israel, in 1958, and am currently an employee of the Hebrew University of 
Jerusalem, Israel, where I am a full professor in the School of Pharmacy. 

3. Yissum Research Development Company ("Yissum"), an Israeli 
company having a place of business at Hi-Tech Park, Edmond J. Safra Campus, Givat-Ram, 
P. O. Box 39135, Jerusalem 91390, Israel, is a wholly-owned subsidiary of the Hebrew 
University of Jerusalem and is the exclusive assignee of the University's know-how and 
intellectual property. I have worked in research in the Hebrew University of Jerusalem since 
1966. 
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4. My present title is Lionel Jacobson Professor of Medicinal Chemistry 
at the Hebrew University of Jerusalem, and I have held this position for almost thirty years, 
since 1975, I have over forty years of experience in the research, synthesis, testing, and 
development of new compounds, compositions, and methods of making and using the same. 
Since the beginning of my career, I have published almost 300 scientific articles in highly 
regarded journals and books, and have presented my achievements at many international 
scientific conferences. Most of these publications deal with chemistry, pharmacology and 
clinical effects of plant, synthetic and mammalian cannabinoids, I was the first to identify the 
psychotropically active constituent in marijuana (deita-9-tetrahydrocannabinol) as well as the 
first active endocannabinoid in brain (anandamide). I am a member of several scientific 
societies and was elected a member of the Israel Academy of Sciences in 1994. Attached are 
my curriculum vitae and list of publications. 

5. I have reviewed and understand the above-identified patent 
application, the pending claims, the Office Action, and the reference cited therein. In 
particular, I am a co-inventor on the reference cited, namely U.S. Patent No. 5,434,295 to 
Mechoulam et al. ("Mechoulam-'295'*). I have been asked to give my opinion regarding the 
testing and superior activity of one of the claimed compounds and the claimed methods. 

6. The above-identified application is directed to compounds, 
compositions, and CB2 agonists having the structure: 

Ri 



A 




H 

having the (3S,4S) configuration, each of which is essentially fi-ee of the (3R,4R) enantiomer, 
wherein: 

2 
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A — B designates an optional double bond, 

Ri is -R'OR"' wherein R' is C1-C5 straight or branched chain alkyl and R'" is hydrogen 
orCi-Cs alkyl; 

G is -OR2 wherein R2 is C1-C5 straight or branched chain alkyl; and 
R3 is a straight chain or branched -C5-C12 alkyl. 

The above-identified application provides an in vitro example of the preferential binding to 
the CB2 receptor using the disclosed compounds, particularly for the compound HU-308 
where Ri is -CH2OH, G is -OCH3, and R3 is 1,1 -dimethyl heptyl. 

7. Mechoulam-'295 does not teach the specific compounds, 
compositions, and CB2 agonists that are presently claimed. Rather, Mechoulam-'295 
discloses a genus of compounds but fails to teach about the abilities of any of these 
compounds to bind to CBl or CB2 receptors. 

8. Receptor Binding Assays: As noted in the present application on page 
21, the CBl binding assays were performed with synaptosomal membranes prepared from rat 
brains (Devane, W.A., Hanus, L., et al.. Science 258, 1946-1949 (1992)). The CB2 assays 
were performed with transfected cells (Mechoulam, R., Ben-Shabat, S., et al, Biochem, 
Pharmacol 50, 83-90 (1995)). HU-308, however, did not bind to CBl under the conditions 
tested. The probe [^H]HU-243 was employed in a centrifiigation based ligand binding assay 
(Devane, W.A., Hanus, L., et al., and Devane, W.A., Breuer, A., et al, J, Med. Chem, 35, 
2065-2069 (1992)). 

9. HU-308 was demonstrated to preferentially bind to the CB2 
cannabinoid receptor. HU-308 binds to the CB2 cannabinoid receptor with a Ki = 22.7 ± 3.9 
nM, as measured by competitive inhibition of [^H]HU-243 in COS-7 cells transfected with 
plasmids expressing the CB2 receptor gene (Mechoulam, R., Ben-Shabat, S., et al., Biochem, 
Pharmacol 50, 83-90 (1995)). HU-308, however, did not bind to CBl, under the conditions 
tested. This 400-fold difference in binding was reflected in the resuhs of the pharmacological 
assays, as shown in FIG. 3 of the above-identified application. A copy of FIG. 2 is attached 
hereto. By comparison, the CB2/CB1 affinity ratio of HU-259 was only 10 and the ratio of 
HU-255 was only 6. 
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10. HU-308 was also shown as acting to reduce blood pressure, block 
defecation, and elicit anti-inflammatory and peripheral analgesic activity. The hypotensive, 
anti-inflammatory, peripheral analgetic activity and gastrointestinal effects produced by HU- 
308 are blocked by the CB2 antagonist SR 144528, but not by the CBl antagonist 

SR 141716A. 

1 1 . The superior preferential CB2 binding of HU-308 was also confirmed 
in International PCT Publication WO 03/063758 (PCT/IL03/00077), which was filed after the 
above-captioned application. The data from Table 1 shows that the IC50 of HU-308 for CB2 
was 13.3 nM and for CBl receptors was 3600 nM, thus providing a CB2/CB1 IC50 ratio of 
more than 270. A copy of this Table 1 and accompanying text on pages 46-49 from the PCT 
publication is attached hereto. 



12. As one of ordinary skill in the art, based on my review of the claimed 
invention and superior properties of HU-308 compared to the closest prior art, it is my 
opinion and judgment that the invention as currently claimed provides a surprising and 
unexpected result. In particular, the surprising and unexpected result obtained was the 
superior preferential binding of HU-308 to the CB2 receptor, e.g., HU-308 does not bind to 
CBl, but efficiently binds to CB2 (Ki = 22.7 ±3.9 nM). 

13. I further declare that all statements made herein of my knowledge are 
true and all statements made on information and belief are believed to be true; and further 
that these statements are made with the knowledge that willful false statements and the like 
so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of 
the United States Code and that such willful false statements may jeopardize the validity of 
this application or any patent issuing thereon. 



Dated: 



J ' Printed NameJ Raphael Mechq/ulam 




Title: Professor of Medicinal Chemistry 

at The Hebrew University of Jerusalem 
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Professor Raphael Mecfaontam 

1930 Bom Sofia, Bulgaria 

1 952 M.Sc. in Biochemistry. Hebrew University, Jcrusalctn 

1 953*56 Army Sen^ice 

l956-5i8 Ph.D. studies with Profesor R SoiidhiBtmer, Wei^mafm Ixmimle, 
Rehovot R^earcb on siemid syaihesis. 

1959- 60 Postdoctoral research at Rockefeller Insdrute, New York. Research on 

the structure of triteipenes. 

1960- 65 Jimior and later Smior Scfentisl^ Wei^^ Reseseamfi on 

chemistry of natural products, iadudmg eaimabinoids, terpenes. alkaloids. 

1966' Me^brew Uniwrsity, Jmisdcm; 1968 » Associate Ptof^^wson 1972 - 

Prdfes^r. 

1975- Endowed chair: Lionel Jacobson Profe^r of Medicinal Che^mistry. 

1 979-82 Rector (Academic Hmd) o f Hebrew University . 
1 983-85 Fr0"Rector, Ffebmw University. 

1 993-94 Visfiting ProfcjEsor, Department of Pharmacology, Medical College of 

Richmond 

i 999«20<K) President of the Intemationat Gattnabinoid Rescardt Society. 

Research interests: chemistry and biological acUvity of natural products and synthetic 
drugs. 

fctenor^ Socnacb Sachs Prize for "best research by a scientist below 35 at Che 

Weimumn Institute" 1964, 

Distmig^ulshed Visiting Profe^rship, Ohio State University, 
Columbus, Ohio, 1982*1983; 

InternationaJ Biaitniml Cai^nabis meeting (held in Colynibari, Crete). 
1990, dedicated to R.M. 

''Plmmiacology^ Biocheniistry and Behavior'' Nov. 1991 Issue 
dedicated lo RM. for achievements m the cannabinoid field. 

Kolthof Prize In ehenaistry, 1 994, The Technion, Haifa. 

Elected^ Member Israel Academy of Sciences, 1 994, 



Hanf prize^ Cmnmy, 1997, for *the discovery of THC and lai^ting 
research on Cannabis - anand^dcs*^, 

Hmm Medal, 1998^ by C^Jecb Chemi<^l Society in rccogBition of 
cttntribiidon to earmabmoid cbctnistry. 

Da\nd R. Blodm Prim 199S, far '*excelletice in phBrmaccuticai 
researdb^\ Hebrew Umverstty. 

The Itttermtion^ Cminabinoid R^seanrh SocieQ' (ICRS) esiablishes an 
mnmi award to be named The R* Mechoulam Annual Award in 
Canin^Mooid Research, 1999. 

l$rael Prize in Exact Sciences - chemistry . 2000, 

Ariens Award and Lecture. 2000. Dxstdx Pharm0<x)logical Society 
sponsored by Solvay Pharmaceuticals* Amsterdarri. 

Honorary Degree Doctor of Science. 2001. Ohio State University, 
Columbus, Ohio, 

Elected, Honorary Member of the i^el Society of Physiology and 
Phamiacolog>% 2002. 



Name lectures: 

Copenhagen. Dmmark, 1977, Ferosan Lecture, Schrol of Pharmacy. 

Tuscon, Arfeona, 1983, Golden Headed Cane Memorial Lecture. 
Facul ty of Medicine, 

Stoekhotririi. Sweden, 1994, Ulf von Euler l^ture in Physiology, 
K^timka Insiltute. 

Maale Hatnisha, 2000, Magnes Memorial Lecture, Israel Society for 
Physiolqg>' and Phamiacology. 



Raphael Meeboulam 
Ltsf of DBblieations 

Summaries of lectures at scientific meetings are not included. 

1. S. Reuter, S. Cohen, R. Mechoulam, A. Kalus2yner and A.S. Tabori. 
On the mechanisms of DDT r^istance. Rivista di Paxasitologia, 17, 
125*127(1956). 

2. R. Mechoulam, S, Cohen and A. Kaluszyner. Basic aleoholysis of the 
trifltioromethyl group in I,Ll"trijQyro-2,2-diar>iethenes. J. Org, 
Cham., 21, 801*802 (1956). 

3. F. Spndheimer and R, Mechoulam. Synthesis of steroidal methylene 
compounds by the WUtig reaction. J, Amer. Cham. Soc, 79, 5029- 
5033(1957). 

4* S* Coheii, A. Kalusa^me^ and R, Mechoulam, On the fluorination of 
DDT with HF and HgO. Amen Chem. Soc, 79, 5979-5981 (1957), 

5. A. Kaluszyner, R. Mechoulam and M, Breuer. Urea and thiourea 
derivatives for larvidicaJ testing. Bull, Research Council Israel, 7 A, 
135-137(1958). 

6. E:D. Berginann, Levinson and R. Mechoulam. The toxicity of 
Veratrum and Sotanum alkaloids to housefly larv^. J, Insect 
Physiol. 2, 162-177 (1958). 

7. F. Sondheimer and R. Mechoulam, Further aspects on the Wittig 
reaction in the steroid series. 20-dehydro*cholesteroL J. Amer. 
Chem. Soc., 80, 3087-3090 (1958). 

8. R Mechoulam and F. Sondheimer, The Wittig reaction with 
fluorenone, Formatioo of cyclopropane derivatives* j. Amer. Chem. 
Soc.;BO, 4386^38^ (1 958). 

9. P. Spndheimer aind R, Mechoutam. The Diels-Alder reaction of 
steroidal 20-methylene-A^^-pregneae derivatives vvitii maleic 
anydride. J. Org. Chem., 24, 106-107, (1959). 

10. F. Sondheimer, S. Burstain and R. Mechoulam. Synthesis in the 
cardiac aglycone field. The conversion of 14a to a I4p hydroxy 



group in the androstane series. TTie ultraviolet spectra of A*^* 
androstene*! 7-ones. J. Amer. Chem. Soc,, 82, 3209-32 14 ( 1 96 1 ). 



] L F. Sondheiiner, IL Mechoulam aud M. Shprecher. 19-Hydrdxy-10- 
isotestosterone, Teimhedron Letters, 38*44 ( 1 960), 

12. R. MechoulEm, F, Sondheimer, A, Melera and FA, Kind. The 
structure of zapotidlne. J. Amer. Chem. Soc. 2022 (1961 ). 

13. R. Meehoulam. Stereocb^istry of ceauothic (emmoHc) acid. 
Chemistty and Industry, 1835-1836 (1961), 

14. R, Mechoulam, *jrhe structure of ceaoothic acid J. Org, Chem., 27. 
4070-4073 (1962). 

15. R. Mechpulam, N. Daniely and Y. Maaarr, The structure and 
synthesis of oleuropeic acid* Tetraiiedron Letters, 709*712 (1962). 

16. R. Mechdiilach and Y. Gaoni, The structure of dihydronicotyrine. 
Rec. Trav. Chim, Pays-Bas, 1 1 59-1 162 (1963). 

17. R. Mechoulam and Y. Shvo. The structure of cannabidioK 
Tetrahedron, 19, 2073-2078 (1963). 

18. Y. Gaoni and R. Mechoulant. The structure and synthesis of 
cannabigerol, a new hashish constituent Proc, Chem. Soc, 82 
(1964), 

19. Y, Gaoni and R. Mechoulam. Isolation, slructure and partial 
synthesis of an active constituent of hashish. J, Amen Chem. Soc, 
86> 1646-1647(1964). 

20. S.W. Pelletier, Adityachaudhury, M. Tbmmz^ J J. Reynolds and 

Mechoulam. Sehegeriiic acid, a penmcyclic nor-triterpene acid. 
TetraliedHm Letters, 3065*3070 ( 1964). 

21. F. Sonheimer, R. Mechoulam and M. Shprecher. The syntliesis of 
19- hydroxy- 1 04sotestosterone. Tetnahedron 20, 2473-2485 (1964). 

22. R. Mechoulam and Y. Gaoni. The isolation and structure of 
cannabrnolic, cannabidioiic and cannabigerolic acids. Teirahedron, 
2L 1223-1229(1965). 



23. H. Budzikiewicz, R.T. Aplln, D.A. Lightner, C. Djerassl, R. 
Mechoulam and Y. Gaoni. Massenspectrosklpische Untersuchung 
der Inhaltstoffe von Hasehisch. Tetraliedron, 21, 1 88 1 - 1 888 ( 1 965). 

24. JL Mechoulam and Y. Gaoni. A total synthesis of dJ- A' -tetrahydro- 
cannabinol, the active constituent of hashish. J. Amer. Chem. Soc 
87, 3273-3275 (1965). 

25. S. W. Pelletier, R Adityachaudhury, M. Tomaz, J J. Reynolds and R. 
Mechoulam. The structure of senegenic acid, a nortiriterpene artifact 
from Polygala senega. J. Org, Chem., 30. 4234-4247 (1963). 

26. Y, Gaoni and R. Mechoulam. The isGmerizarion of cannabidiol to 
tetrahydrocannabinols. Tetrahedron, 22, 1481-1488(1966). 

27. Y. Gaoni and R^ MechouJam. Canoabichromene, a new active 
principle in hashishv Ghem. Gomm., 20-21 (1966). 

28. Y. Gaoni and R. Mechoulam. Concerning the isomerization of a' to 
A^-tetrahydrocannabinoL J. Amer. Chetn. Soc, 88, 5673-5675 
(1966). 

29. R. Mechoulam and A. Hirshfeld. The synthesis of zapotidine. Tetra- 
hedron, 22, 239-242 (1967). 

30. R. Mechoulam and Y. Gaoni. The absolute configuration of A'-tetra- 
hydrocannabinoK the major active constituent of hashish. 
Tetrahedron Letters, 11 09-1 1 U (1967). 

3 1 . R. Mechoulam, P. Braun and Y. Gaoni. A sterecKSspecific synthesis of 
(-)rA' and {->rA'^-tetrahydrocartriabinols. i. Amer. Chem. Soc, 89, 
4552-4554(1967). ~" 

32. R. Mechoulam and Y. G«oni. Recent advances in the chemistry of 
hashish. Review fbticle. Progress in the Chemistry of Or^nic 
Natural Products. (Fortschritte 4er Chemie Organischer Naturstpffe) 
ed. by L. Zechmeister. XXV. 1 75-21 3 ( 1 967). 

33. R. Mechoulam, B. Yagniiinsky and Y. Gaoni. Stereoelectronic 
factor in the chloranil dehydrogenaiion of cannabinoids. Total 
Syntliesis of d,l-cannabichromene. J. Amer. Chem. Soc, 90, 2418- 
2420(1968). 



34. Burstein and (L Mechoulam. Stereospecifically labelled A*- 
tetoahycirocannabinol. J. Ainer> Chem. Soe., 90, 2420 (1968). 

35. J J. Bicher and R. Mechoulam. Pharmacological effects of two 
active constituents of marihuana. Arch. Intern, Phamiacodyn., 172 
24-31 (1968). 

36. R. Mechoulam, Z. Ben-Zvi and Y. Gaoni. On the nature of the Beam 
test. Tetrahedron, 24. 5615-5624 (1968). 

37. Y. Gaoni and R. Mechoulam. The iso-tetrahydrocarmabmols, Isr J. 
Chem., 6, 679-690(1968). 

38. L. Crombie, R. Poasfort, A. Shani, B. Yagnkkisky and R. 
M^houlam. Hashish csomponents. Photochemical production of 
cannabicyclol ftom cannabichromene. Tetrahedron Letters 5771- 
5772 (1968). 

39. R Mechoulam. Tetrazolo-steroids. Isr. J. Chem., 6, 909-916 (1968). 

40. R. Mechoulam and Z, Ben-Zvi. Carboxylation of resorcinols with 
med^yl magnestuin carbonate. Synthesis of cannabinoid acids. 
Chem. Coromun., 343-344 (1969). 

41. R. Mechoulam, Z. Ben-Zvi, B. Yagnitinsky and A. Shani. A new 
tetrahydrocannabinolicacid. Tetrahedron Letters, 2339-2341 (1969), 

42. R. Mechoulam and B, Yagen. Stereosslective cyclization of 
cannabinoid 1,5 dienes. Tetrahedron Letters, 5349-5352 (1969). 

43. B. Y^gen arid R. M(»3houlam. Stereospecific cyclizations and 
isomerizatiions of cannabichromene and related cannabinoids 
Tetrahedron Letters, 53^3-5356 (1969). 

44. S.H. Biwstein, F. Mehezes, E. Williamson and R. Mechoulam. 
Metabolism of A* tetrahydrdcannabinol, an active marihuana 
constituent. Mature, 22£ 87-88 (1 970). 

45. A. Shaiti and R. Mechoulam. A new type of cannabinoids. 
Syntheses of camiabielsoic acids by a novel pboiooxidative 
cyclization. Chem. Comm., 273-274 (1970). 
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46. Z. Ben-Zvf, R. Mechoulam and S. Burstein. Identification througli 
synthesis of an active A* tetrahydjrocannabinol metabolite. J. Am. 
Chem. Soc, §2, 3468-3469 (1970). 

47. R. Mechoulam. Marihuana chemistry. Review. Science, 168 . 
1159- 1166(1970). 

48. R.MeGhou{am, A. Shani, B. Yagnitinsky, Z. Ben-Zvi. P. Braun and 
Y. Gaoni. Some aspects of cannabinoid chemistry in "Botany and 
Chemistry of Cannabis" p. 93-117. (Ed. C.R.B. Joyce and S.H. 
Curry) Churchill, London. 

49. B. Eckstein, R. Mechoulam and S.H. Burstein. The identification of 
5aTandrostane-3a, n|Niol as a major metabolite of pregnenolone in 
rat overy at the onset of puberty. Nature, 22g, 866-868 ( 1 970). 

50. R. Mechoulam, A. Shani, H. Edery and Y. Grunfold. The chemical 
basis of hashish activi ty. Science, Jig, 611-612(1 970). 

51. Z. Ben-Zvi, R. Mechoulam and S.H. Burstein. Synthesis of A'(^- 
THC metabolites. Tetrahedron L^ers, 4495-4497 (1970). 

52. Y. Gaoni and R. Mechoulam. The isolation and structure of d'-THC 
and other neutral cannabinoids from hashish. J. Am. Chem. Soc 93 
217-224(1971). 

53. A. Shani and R, Mechoulam. Photochemical reactions of 
cannabidiol. Cyclization to a'-THC and other transformations. 
Tetrahedron, 22, 601-606 (1971). 

54. H. Edery. Y. Gninfeld, Z. Ben-Zvi and R. Mechoulam. Structural 
requirements for cannabinoid activity. Ann. N. Y. Acad. Sci.. 191 40- 
53(1971). » 

55. Z. Ben-Zvi, R. Mechoulam, H. Edery and G. Porath. sp-hydroxy- 
A'- tetrahydrocannabinol. Synthesis and biological activity. Science 
17^ 951-952 (1971). 



56. R. Mechoulam, P. Braun and Y. Gaoni. Syntheses of A'-THC and 
related cannabinoids. J. Am. Chem. Soc, 94, 6159-6165 (1972). 



57. J.L.G. Nilsson, I.M, Nilsson. S. Agurell, Z. Ben-Zvi and R. 
Mechoulam. SynthesEs of a potential urinary THC metabolite. Acta 
Phann. Suec, 9, 215-220 (1972). 

58. R Edery, Y. Gnmfeld, G. Porath, Z. Ben-Zvi, A. Shani and R. 
Mechoulam. Structure activity relationships ia tlie THC series. 
Modifications on the aromatic ring and on the side chain. Arzneim. 
Forsch., 22, 1 995-2003 (1973). 

59. R. Mechoulam, H. Varconi, Z. Ben-Zvi, H. Edery and Y. Grunfeld. 
Synthesis and biolo^cal activity of five tetrahydrocannabinol 
metabolites. J. Am. Chem. Soc., S!4, 7930-7931 (1972). 

60. R. Mechoulana, Z. Ben-Zvi, A. Shani, H. 2:emler, S. Levy, H. Edeiy 
and Y. Gnmfled. "Cannabinoids and Cannabis Activity" in 
"Cannabis and its Derivatives. Phamnacology and Experimental 
Psychology". (Eds. W.D.M. Paton and J. Crown), Oxford University 
Press. 1972, p. 1-15. 

61. R. Mechoulam, ed. "Marijuana, Chemistry, Metabolism, 
Pharmacology and Clinical Effects". Academic Press, New York, 
1973. 

Two chapters were authored by R, Mechoulam: 

a) Cannabinoid Chemistry - R. Mechoulam, pp. 1-99 

b) Structure-Activity Relationships in the Cannabinoid Series - R. 
Mechoulam and H; Edety, pp. 101-136. 

62. R. Mechoulam, Z. 8en-Zvi, H. Varconi and Y. Samuelov. 
Cannabinoid rearrangements. Syoth€»is of A^-tetrahydrocannabinol. 
Tetrahedron. 29, 1615-1 619 (1 973). 

63. I.M. Nilsson, S. Agurell, J.L.G, Nilsson, A. Qhlsson, J.E. Lindgren 
and R. Mechoulam. Metabolism of 7^hydroxy-A'(*>-tetrahydro- 
eannabinol in the rabbit Acta Pbarm. Suec., Iq, 97-106 (1973). 

64. ft. Meehoulam, Z. Ben^Zvi, S. Agui«ll, LM. Nilsson, J.L.G. Nilsson, 
H. Ed0fy and Y. Grunfeld. A*-Tetrahydrocannabinol-7-oic acid, a 
urinaiy A^-THG metabolite: isolation and synthesis. Experientia, 29 
1193-1195 (1973). 

65. R. Mechoulam. Chemisiiy and Canabis activity. Ciencia e Cultura 
Brasil, 25, 742-747 (1973). 



66. S. Houry, R. Mechoulam, PJ. Fowler, E. Macko and B. Loev. 
BenzGXOcin and benzoxonin derivatives: Novel groups of terpeno- 
phenois with central nervous system activity, J. Med. Chem., 17, 
287-293 (1974). 

57. A. Shani and R. Mechoulara- Cannabielsoic acids. Isolation and 
synthesis by a novel oxidative cyclizatton. Tetrahedron, 2437- 
2446(1974); 

68. R. Mecbottlam, K. Luchter and A. Goldblum. A new method for the 
oxidation of monolitetones to 1,3 diketones. Synthesis. 363-364 
(1974). 

69i S.P. Banerjee, S.H. Snyder and R. Mechoulara. Cannabinoids: 
Influence on neurotransmitter uptake tn rat brain synaptosomes. J. 
PhannaepL Exp. TTierBp., IM, 74-81 (1975). 

70. >l JC. McC:allum, B. Yagen, S. Levy and R. Mechoulara. Cannabinol: 
a rapidly formed metabolite of A* and ^^-tetrahydrocannabinol. 
Experienta, 31, 520-521 (1975). 

71. M. Cais, S. Dani, Y. Josephy, A. Nodiano, L. Snarsky, H. Gerehon 
and R. Mechouiam. A free radical immunoassay for cannabinoid 
metabolites. FEBS Letters, 55, 257-260 ( 1 975). 
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